u n d e r t r e a t m e n t and 3 o f f t r e a t m e n t f o r s e v e r a l y r s , showed n o r m a l r e s u l t s ( g r o u p 11). I n q r o u I t e s t e s h a d n o r m a l v o l ume (9-15ml), f e l t h a r d and h a d i r r : g u l a r shape. On US t h e r e was a n a b n o r m a l h e t e r o g e n e~u s~p a t t e r n .
Sperm c o u n t o b t a i n e d i n 3 p t s was 5.0 t o 17.4 x 1 0 /ml. B i o p s y i n 1 p t c o n f i r m e d t h e p r e s e n c e o f HALT. F i v e p t s have 2 1 -h y d r o x y l a s e d e f i c i e n c y d i a g n o s e d i n e a r l y i n f a n c y because o f m a n i f e s t s a l t l o s s ; 2 p t s h a v e 11-1-hydroxylase d e f i c i e n c y d i a g n o s e d l a t e ( 2 and 5 y r s ) . I n q r o u p I 1 t e s t i c u l a r volume (6-18ml), shape and f i r m n e s s were n o r m a l , and US r e v e a l e d a n o r m a l homgeneous p a t t e r n . A l l p t s have 2 1 -h y d r o x y l a s e d e f i c i e n c y , n o h i s t o r y o f s a l t l o s s and were d i a g n o s e d l a t e (3-7 y r s ) . Sperm c o u n t s i n 3 p t s o f f t r e a t m e n t were 10.5, 20.0 and 66.0 x 106/ml. C o n c l u s i o n s : US shows HALT o b j e c t i v e l y . HALT w i t h d e f i c i e n t s p e r m i o g e n e s i s i s f r e q u e n t i n m a l e a d o l e s c e n t s and young a d u l t s w i t h s a l t l o s s , even u n d e r t r e a t m e n t . I n m i l d cases, HALT i s a b s e n t , s p e r m i o g e n e s i s may b e n l , even o f f t r e a t m e n t . Determinations o f bone age (BA) i n CAH o f t e n r eveales d i s c r e p a n c i e s between phalangeal (pBA) and c a r p a l BA (cBA). To e l u c i d a t e t h i s o b s e r v a t i o n we f o l l o w e d t h e BA o f 38 g i r l s and 15 boys w i t h CAH u s i n g t h e methods o f Tanner and Whitehouse (Carpal, RUS, TW 20) and o f G r e u l i c h and P y l e (GP). Bad t r e a t m e n t r e s u l t e d i n s i g n i f i c a n t a c c e l e r a t i o n o f pBA, w h i l e cBA c o r r e l a t e d w e l l w i t h c h r o n o l o g i c a l age (CA). Therefore t h e method o f GP, which does n o t d i f f e r e n t i a t e between pBA and cBA, has d i f f i c u l t i e s i n determing an exact BA i f CAHc h i l d r e n a r e accelerated. Applying t h e GP-method t o such cases one should l o o k o n t o pBA r a t h e r than onto cBA. It i s supposed t h a t t h e d i s s o c i a t e d development o f BA i s due t o t h e d i f f e r e n t growth o f phalangeal and c a r p a l bones ( e p i p h y s i a l and enchondral o s s i f i c a t i o n ) . Tab.: BA-determinations (years) i n g i r l s and boys w i t h CAH o f d i f f e r e n t age groups ( 4 = s i g n i f i c a n t d i f f e r e n c e s , p<o.ol) Proopiomelanocortins (POMC) secreted concomitantly w i t h ACTH may be i n v o l v e d i n c o n t r o l o f adrenal growth and f u n c t i o n w i t h changing needs f o r POMC p e p t i d e s d u r i n g development. T h i s might e x p l a i n an increased ACTH response t o s t r e s s , which was found i n 2-4 week o l d , compared t o a d u l t r a t s . Therefore, t h e s e n s i t i v i t y o f t h e adrenal t o ACTH was compared between p r e p u b e r t a l (pp)(25 days) and young a d u l t ( y a ) ( 7 0 days) r a t s . I n v i v o : I n dexamethasone-blocked r a t s , c o r t i c o s t e r o n e ( c ) 20 min a f t e r 25 ng ACTHI-24/ 100 g bw i .v. was s i g n i f i c a n t l y h i g h e r (50.3'2.1 ng%) i n pp compared t o ya r a t s (41.0'1.8 ng%). I n c o n t r a s t , 5 ng ACTH/100 q bw c o u l d n o t s t i m u l a t e c i n pp (4.8'1.6 ng%), b u t markedly i n ya (30.8f1.7 ng%). For a comparable c-response i n pp r a t s , 10 ng o f ACTH/100 g bw was r e q u i r e d . I n v i t r o , c e l l s prepared by collagenase d i s p e r s i o n from i n n e r zones o f t h e adrenal c o r t e x , revealed s i m i l a r r e s u l t s : 1 pg o f ACTH e l i c i t s a s i g n i f i c a n t response i n ya, b u t 5 pg a r e needed i n pp r a t s . ED50 was correspondingly i ncreased from 2x10-12 M t o 1 x 1 0 -~~ M. Maximal responses were s i m il a r and dose response curve p a r a l l e l . T h i s suggests a p r o t e c t i v e mechanism a g a i n s t an over-production o f c, due t o l a r g e amounts o f ACTH released w i t h o t h e r POMC-peptides needed f o r adrenal growth i n p r e p u b e r t a l animals. Proopiomelanocortin(POMC) through p o s t -t r a n s l a t i o n a l processes g ives r i s e t o a s e r i e s o f s t r u c t u r a l r e l a t e d peptides.These i n c l u d e
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MSHs,ACTHs,CLIPs,LPHs,and endorphins.In t h i s study we have examined v a r i o u s molecular forms o f ACTH-like immunoreactivity(ACTH-LI) present i n systemic b l o o d o f male r a t s by chromatofocusing.To g a i n f u r t h e r i n s i g h t i n t o t h e p h y s i o l o g i c a l b a s i s o f t h e r e l e a s e o f ACTH-LI p e p t i d e s and i t s age-dependent nature,we have s t u d i e d v ar i o u s molecular forms o f ACTH-LI under dexamethasone(DX),which i s expected t o i n h i b i t t h e r e l e a s e o f endogenous CRF.
Resolution o f c i r c u l a t i n g ACTH-LI p e p t i d e s u t i l i z i n g chromatofocusing r e v e a l e d 6 heterogenous components having i s o e l e c t r i c p o i n t s between 4.7and 3.29.The r e s u l t s demonstrated e n t i r e l y d i f f e r e n t p a t t e r n s o f ACTH-L I p e p t i d e s seen i n t h e p r e p u b e r t a l group and t h e a d u l t group. While t h e p r e p u b e r t a l p a t t e r n showed a r e l a t U r i n a r y f r e e c o r t i s o l (UFC) (6275 nmol/day), plasma c o r t i s o l (C) (2435 nmol/ml) and ACTH (2016 pg/ml) were e l e v a t e d and d i d n o t respond t o dexamethasone suppression t e s t . Plasma CRF was undetect a b l e . C r a n i a l CT scans were normal. The very h i g h ACTH l e v e l s were c o n s i s t e n t w i t h an e c t o p i c ACTH s e c r e t i o n although i t s o r i g i n c o u l d n o t be l o c a t e d on repeated e x t e n s i v e i n v e s t i g a t i o n s . RU 486 was administered f o r 2 months a t i n c r e a s i n g dosages ( 5 t o 25mg'kgd)
i v e s h i f t t o l e s s a c id i c components,the a d u l t animals had more a c i d i c components.Under DX l e s s a c i d i c components i n t h e p r e p u b e r t a l group were diminished and a c i d i c components were increased.In t h e a d u l t s t h e l e s s a c i d i c components d i d n o t show any a l t e r a t i o n s , w h i l e t h e more a c i d i c component (peak V I ) was g r e a t l y enhanced.With these s t u d i e s as a bas e l i n e , i t c o n v i n c i n g l y demonstrates t h a t t h e a l t e r a t i o n s i n t h e ACTH-LI components w i t h m a t u r a t i o n a r e perhaps i n v o l v e d i n t h e biopotency o f a hormone,and i n h i b i t i o n o f CRF by OX modulates t h e s h i f t o f t h e components
The p a t i e n t improved d r a m a t i c a l l y , l o s t 3 kg and normalized her b l o o d pressure. UFC (118 nmol/day), C ( 5 9 5 nM) and ACTH (233 pg/nl) a l l decreased. No s i d e e f f e c t was observed. S i x weeks a f t e r d i sc o n t i n u a t i o n o f RU 486, t h e r e was no c l i n i c a l evidence o f relapse, and UFC (147 nmollday), C (418 nmol/ml) and ACTH (397 pg/ml) were unchanged. Although spontaneous cure o r i n t e r m i t t e n t ACTHsecraion cannot be excluded, t h i s observation c o u l d suggest a t h e r a p e u t i c e f f e c t o f RU 486 on e c t o p i c ACTH s e c r e t i o n . However, i t s mechaism remains u n c l e a r since we observed a f a l l o f c o r t i s o l and ACTH, c o n t r a r y t o what has been p r e v i o u s l y described i n a d u l t Cushing's syndrome t r e a t e d w i t h RU 486.
